[FLT3 signaling manipulates conventional dendritic cells to regulate acute lung injury].
To explore the effects of FLT3 signaling on the accumulation and maturation of pulmonary conventional dendritic cells (cDCs) and determine whether or not the inhibition of FLT3 signaling may attenuate acute lung inflammation/injury (ALI). C57BL/6 mice were pretreated separately with FLT3-ligand (FLT3L) and lestaurtinib for 5 days. Murine model of ALI was subsequently induced by an intra-tracheal instillation of lipopolysaccharide (LPS) and lung specimens were harvested 24 hours later. The accumulation and maturation status of pulmonary cDCs were assessed by flow cytometry. Lung myeloperoxidase (MPO) activity was measured to evaluate the infiltration of neutrophils. The ratio between transcription factors T-bet and GATA-3 mRNA was determined to estimate the balance of Th1/Th2 response. Lung injury was estimated by lung wet weight/body weight ratio (LWW/BW) and histopathological assessment. LPS challenge resulted in rapid accumulation and maturation of pulmonary cDCs. FLT3L pretreatment further stimulated the accumulation and maturation of pulmonary cDCs, leading to a marked deterioration of LWW/BW and lung histopathological changes. Meanwhile, the lung MPO activity and T-bet/GATA-3 mRNA ratio were boosted by the administration of FLT3L. In contrast, the lestaurtinib pretreatment inhibited the accumulation and maturation of pulmonary cDCs, leading to a significant improvement of LWW/BW and lung histopathological changes. The administration of lestaurtinib also suppressed the lung MPO activity and T-bet/GATA-3 mRNA ratio in the lung. FLT3 signaling attenuates ALI by regulating the accumulation and maturation of pulmonary cDCs, indicating a potential pharmacotherapy for ALI.